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IMPORTANT NOTIFICATION 


International application No. International filing date (day /month/year) Priority Date (day/month/year) 
PCT/US99/ 18022 06 AUGUST 1999 07 AUGUST 1998 


Applicant 

THE .isENERAL HOSPITAL CORPORATION 



1 The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international application. 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 



Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any aimexes) and will transmit such translation to those Offices. 



4 REMINDER 



The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(l))(see'also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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Authorized officer 
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MRALEGALSF 
TECHNOLOGY CENTER 1600 



Telephone No. (703) 308-0196 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCX Article 36 and Rule 70) 



Applicant's or agent's file reference 
00786/400WO1 


FOR FURTHER ACTION Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/US99/ 18022 


International filing date (day /month/year) 
06 AUGUST 1999 


Priority date (day/month/yrar) 
07 AUGUST 1998 


International Patent Classification (IPC) or national classification and IPC 
Please See Supplemental Sheet. 


Applicant 

THE GENERAL HOSPITAL CORPORATION 



This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to^e applicant according to Article 36. 



2. This REPORT consists of a total of 



sheets. 



I I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 o^S^Administrative Instructions under the PCT). 

These annexes consist of a total of ^ — ^''^ sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 



I 




II 


□ 


III 


□ 


IV 


□ 


V 


[1 


VI 


□ 


vn 


□ 


VIII 


□ 



citations and explanations supporting such statement 



Date of submission of the demand 
07 MARCH 2000 



Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 2023 I 
Facsimile No. (703) 305-3230 



Date of completion of this report 
03 JANUARY 2001 




Authorized officer 

OLGA CHERNYSHEV TECHNOLOGY CENTER 1600 

Telephone No. (703) 308-0196 



Form PCT/IPEA/409 (cover sheet) (July 1998) ★ 



INTE 



TIONAL PRELIMINARY EXAMINATION 



4 

Il^ORT 



Inieraaiional application No. 
PCT/US99/ 18022 



I. Basis of the report 



1 . With regard to the elements of the international application; * 
[ X I international application as originally filed 
the description: 
naaes 1-31 



pages 
pages 
pages 



NONE 



NONE 



, as originally filed 

, filed with the demand 



filed with the letter of 



I x| claims: 

pages 

pages 



32-34 



NONE 



, as originally filed 

as amended (together with any statement) under Article 19 



NONE 





pages 


NONE 


, filed with the letter of 






the drawings: 
pases 


1 




. as originally filed 




oaaes 


NONE 




, filed with the demand 




pases 


NONE 


. filed with the letter of 






the sequence listing part 
paaes 1-3 


of the description; 


. as originallv filed 




pases 


NONE 




, filed with the demand 




pases 


NONE 


. filed with the letter of 





2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

L^LI contained in the intemational application in printed form. 

I x| filed together with the intemational application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the infomiation recorded in computer readable form is identical to the writen sequence listing has 
' — ' been furnished. 

4 I x| The amendments have resulted in the cancellation of; 

l-2il the description, pages ^^^^ 

the claims, Nos. 



NONE 

the drawings, sheets/ftg NONE 



^' I I report has been drawn as if (some ot) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amend/nents (Rules 70.16 
and 70.17). 

**/4/iv replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCX/ US99/ 18022 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . statement 

Novelty (N) Claims 1-18 YES 

Claims 19-24 NO 

Inventive Step (IS) Claims NONE YES 

Claims 1-24 NO 

Industrial Applicability (lA) Claims 1-24 YES 

Claims NONE NO 



2. citations and explanations (Rule 70.7) 

Claims 19-24 lack novelty under POT Article 33(2) as being anticipated by FABER-ELMAN et al. 

FABER-ELMAN et al. disclose epidermal growth factor, transforming growth faaor- a (TGF-a), and heparin-binding EOF 
(HB-EGF) (see page 163, column 2, paragraph 2). Further, claim 24 also lacks novelty because FABER-ELMAN et al. teach 
pharmaceutical compositions (see page 169, column 1 , third paragraph). The claims include intended use language, which does 
not further limit or define the claims directed to polypeptides. Therefore, the polypeptides disclosed in FABER-ELMAN et al. 
meet the limitations of the claims. 



Claims 1-18 lack an inventive step under PCT Article 33(3) as being obvious over FABER-ELMAN et al. 

FABER-ELMAN et al. teach participation of growth factors, including epidermal growth factor (EGF), transforming growth 
factor-a (TGF-a) and heparinr binding EGF (HB-EGF) in regeneration of central nervous system nerves in vitro, as well as 
their role in neuronal survival and wound healing (see Figure 2 and pages 162, 167). FABER-ELMAN et al. further 
suggest that these polypeptides are promising candidates for therapeutic administration (see page 169). FABER-ELMAN et 
al. do not disclose administration of these growth factors to a patient for the treatment of a neurological deficit. 

It would have been prima facie obvious to one of ordinary skill in the art at the time of the invention to administer the 
growth factors of FABER-ELMAN et al. to a patient for the treatment of a neurological deficit because FABER-ELMAN et 
al. teach that these growth faaors promote neuronal regeneration and FABER-ELMAN et al. teach that administration of 
these growth factors would be useful for therapy in patients. One of ordinary skill in the art would have a reasonable 
expectation of success in treatment of a neurological deficit by administration of these growth factors because the in vitro 
results of FABER-ELMAN et al. would be (Continued on Supplemental Sheet.) 
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Inlernational application No. 



PCT/US99/ 18022 



Supplemental Box ^ 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: Boxes I - VIII 



Sheet 10 



CLASSIFICATION: 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC(7): A61K 38/16, 38/18, 38/19; C07K 14/00, 14/475, 14/485, 14/495, 14/52 and US CI.: 514/2, 12; 530/300 350 399- 
424/85. 1 



V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 
considered predictive of in vivo administration. 

Claims 1-24 meet the criteria set out in PCT Article 33(4), because one of ordinary skill in the art would find the therapeutic 
methods of the invention useful for treatment of neurological deficit. 



NEW CITATIONS 

NONE 
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(11) International Publication Number: WO 00/07611 

(43) International Publication Date: 17 February 2(X)0 (17.02.(X)) 



(21) International Application Number: PCT/US99/ 18022 

(22) InternaUonal Filing Date: 6 August 1999 (06.08.99) 



(30) Priority Data: 

60/095,830 



7 August 1998 (07.08.98) 



US 



(63) Related by Continuation (CON) or Continuation.in-Part 
(CIP) to Earlier Application 

US 60/095.830 (CON) 
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(71) Applicant (for all designated States except US): THE GEN- 
ERAL HOSPITAL CORPORATION [US/US]; 55 Fruit 
Street, Boston, MA 02114 (US). 

(72) Inventor; and 
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With international search report. 
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(54) Title: TREATMENT OF CENTRAL NERVOUS SYSTEM ISCHEMIA OR TRAUMA WITH EPIDERMAL GROWTH FAC- 
TOR-LIKE POLYPEPTIDES 

(57) Abstract 

The present invention features methods for preventing, reducing, or eliminating a neurological deficit caused by an injury to the 
central nervous system (CNS). The methods can be carried out, for example, by administering a polypeptide in the epidermal growth factor 
(EOF) family to a patient who has such a deficit. 
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PCT/US99/18022 



From the INTERNATIONAL BUREAU 



PCT 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 



(PCT Rule 47.1(c), first sentence) f^£(^EI\/ED 

B 2 9 2000 



Date of mailing (day/month/year) 

17 February 2000 (17.02.00) 



To: 



FASSE, J., Peter 
Fish & Richardson, P.C. 
225 Franklin Street 
Boston, MA 021 10-2804 
ETATS-UNIS D'AIVIERIQUE 



FlSH&|KICHARD30N,nC, 

BOSTON OFFICE IMPORTANT NOTICE 



Applicanf s or agent's file reference 
00786/400WO1.. 



International application No. 
PCT/US99/18022 



International filing date (day/month/year) 
06 August 1999 (06.08.99) 



Priority date (day/month/year) 

07 August 1998 (07.08.98) 



Applicant 



THE GENERAL HOSPITAL CORPORATION et al 



1 . Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

EP,JP,US 

in accordance w^ith Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

CA 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
17 February 2000 (17.02.00) under No. WO 00/0761 1 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of WlPO 


Authorized officer 








34, chemin des Col mbettes 


J. Zahra 




1211 Geneva 20, Switzerland 






Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




.^orm PCT/IB/308 (July 1996) 




3100077 



FOR THE PURPOSES OF INFORMATION ONLY 
Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCX. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Armenia 


FI 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AU 


Australia 


GA 


Gabon 


LV 


Latvia 


sz 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmenistan 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BG 


Bulgaria 


HII 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


uz 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viei Nam 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


zw 


Zimbabwe 


CI 


Catc d'lvoire 


KP 


Democratic People*s 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


PT 


Portugal 






cu 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






cz 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


LI 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US99/ 18022 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(6) :Pleasc See Extra Sheet. 

US CL :514/2, 12; 530/300, 350, 399; 424/85.1 
According to International Patent Classification (IPC) or to both national classification and IPC 


a FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 514/2, 12; 530/300. 350, 399; 424/85.1 


Documentation searched other than minimum documentation to the 
NONE 


extent that such documents are included 


in the fields searched 


Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please See Extra Sheet. 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X, P 


US 5,811,393 A (KLAGSBRUN el al) 22 September 1998, Figures 
1 and 4, col. 36, lines 40-45. 


19-24 


A 


TANAKA et al. Heparin-binding epidermal growth factor-like 
growth factor mRNA expression in neonatal rat brain with 
hypoxic/ischemic injury. Brain Research. 1999, Vol, 827, pages 
130-138. 


1-18 


A 


FABER-ELMAN et al. Involvement of wound-associated factors in 
rat brain astrocyte migratory response to axonal injiuy: in vitro 
stimulation. J. Clin, hivest. January 1996, Vol. 97, No. 1, pages 
162-171. 


1-18 


X Further documents are listed in the continuation of Box C. | | Sec patent family annex. 


* special catogories of cited documonts: 

"A' document defining the general state of the art which t5 not considered 
to be of particular relevance 

*E" earlier document published on or afler the international filing date 

*L* document which may throw doubt* on priority claim (*) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

*0' document referring to an oral disclosure, use, exhibition or other 
means 

*P" document published prior to the inteniattonal filing date but later than 
the priority date claimed 


"T* later document published after the international filing date or priori^ 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X* document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 


Date of the actual completion of the international search 
17 NOVEMBER 1999 


Date of mailing of the international search report 


Name and mailing address of the ISA/US 
Commissioner of Patents and Trademarks 

Box per 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


Authorized officer — 

CHRISTINE SAOUD ^/dj A,:^^^ 
Telephone No. (703) 308-0196 ^ 



Form PCT/lSA/210 (second sheetXJuly 1992)* 



* 



INTERNATIONAL, SEARCH REPORT 



international application No. 
PCT/US99/18022 



A. CLASSIFICATION OF SUBJECT MATTER: 
IPC (6): 

A61K 38/16, 38/18, 38/19; C07K 14/00. 14/475, 14/485. 14/495, 14/52 

B. FIELDS SEARCHED 

Electronic data bases consulted (Name of data base and where practicable tenns used): 
APS, MEDLINE, EMBASE, CAPLUS 

search terms: CNS, injury, EOF, heparin -bin ding EOF. hb-egf, ischem?, cDNA, isolat? 



Fonn PCT/ISA/210 (extra sheetXJuly 1992)* 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCTAJS99/18022 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


A 


SMITH et al. Macrophage/microglia regulatin of astrocytic 
tenascin: synergistic action of transforming growth factor-^ and 
basic fibroblast growth factor. J. Neurosci. 15 December 1997, 
Vol. 17, No. 24, pages 9624-9633. 


1-18 



Form PCT/lSA/210 (continuation of second shectXJuly 1992)* 



PATENT COOPERATION TREATY 

From the INTERNATIONAL SEARCHING AUTHORITY 



To: J. PETER FASSE 

FISH AND RICHARDSON, P.C. 
225 FRANKLIN STREET 
BOSTON. MA 02110-2804 

Sis is m 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Applicant's or agenf s file reference 



International application No 
PCTAJS99/18022 



docketed By Pru] 



gg/^y^^^; 09PEC1999 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



international iiluig date 

7^ — 



06 AUGUST 1999 



THE GENERAL HOSPITAL CORPORAULQbL 



The applicant is hereby notified-feat-the-«temati©naF 



eport 



established and is transmitted herewith. 



S-a^jLrU^r.^^^^^^^ of *e inte^ationa. application (see R„.e 46): 

Wl.«n'» The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
tot^mati^ar^a^J. v^rt^ however, for more details, see the notes on the accompanymg sheet. 



Where? Directly to the International Bureau of WIPO 
34, chemtn des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No.: (41-22) 740.14.35 



:.TrTUI> BY 



LLING SECRETARY 



For more detailed Instructions, see the notes on the accomppying sheet 



2 n The applicant is hereby notified that no international search report will be established and that the declaration under 
I I Article 17(2Xa) to that effect is transmitted herewith. 

3. □ With regard to the protest against payment of (an) additional fee(s) under Rule 40^. the applicant is notified that: 

r— I the protest together with the decision thereon has been transmitted to the International Bureau ^ge*" wiA Ac 

□ JppCs Suest to forward the texts of both the protest and the dec.s.on thereon to the designated Offices. 

□ no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4 Further action(s): The applicant is reminded of the following: 

completion of the technical preparations for intcmationa! publication. 

Within 19 months from the priority date, a demand for international ^mX^Trit^^^^ 

wishes to postpone the entry into the national phase until 30 monAs from the pnonty date {m some 

Within 20 months from the priority date, the applicant must perform Je pn^scribed acts for ^t^ into ^^-^--^^^^^^ 

all designated Offices which have not been elected m the demand or m a later election witnm monxns p y 

date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the ISAAJS 

Commissioner of Patents snd Trsdemaiks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 



Telephone No. (703) 308-0196 \J 



Authorized officer 

CHRISTINE SAOUD 



Form PCinSAniO (January 1994)* 



(See notes on accompanying sheet) 



INTERNATIONAL. SEARCH REPORT 



International application No. 
PCT/US99/18022 



A. CLASSIFICATION OF SUBJECT MATTER: 
IPC (6): 

A61K 38/16. 38/18. 38/19; C07K 14/00. 14/475. 14/485. 14/495. 14/52 

B. FIELDS SEARCHED 

Electronic data bases consulted (Name of data base and where practicable terms used): 
APS, MEDLINE, EMBASE, CAPLUS 

search terms: CNS, injury, EOF, heparin -bin ding EGF, hb-egf, ischem?. cDNA, isolat? 



Form PCT/ISA/210 (extra sheetXJuly 1992)* 



NOTES TO FORM PCT/lSA/220 



These Noccs arc intended lo give the basic insiruciions concerning the filing of «racndmcnls under Article 19. The 
Noces ire based on ihc requircmcnls of ibc Patent Cooperation Treaty and of the Re^iatioos and the Admiaistrative 
Instructions under that Treaty. In case of discrepancy between these Notes and those requirements, the Uner are applicable. 
For more deuilcd information, see ilso the PCT Applicant s Guide, a publication of WIPO. 

In these Notes. - Article^. •'Rule" and •Section" refer to the provisions of the PCT. the PCT Regulations and the PCT 
Administrative Instructions.'respcctively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

Hie applicant baa, after having recsetved the interaatsoaal seardi report, ooe opportunity lo amead the claims of the 
intematioaal appUcatioo. It shoukTbowcvcr be empbasiaod that, aiooe all parts of the tstematiooal application (claims, 
descnpcioo and drawings) may be amended during the intematioaal preltmmary examioalioa proocduie, tbeie is usiully 
TCoeed CO file ameodmeots oflthe daims unier Artide 19 cjooqx wbe^ 

for the puipotses offmvisiooal pfotecdoa or has atKMber reason for amfC ndin g the datms before intematioaal publication. 
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be fcmmbered oonsecutivdy (Administrative Instnxrtioos, Section 205(b)). 

What docBmtmtM mwt/naay accocMpuy the aniettdiBents ? 

Letter (Sectkni 205(b)): 
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(i) tbe daim is unchanged; 
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WHAT IS CLAIMED IS : 

1. A method for regulating the levels of nerve 
growth factor in the central nervous systea of a subject 
comprising administering an effective amount of a cytokine 
to the subject. 

2. The method according to claim 1 in which the 
level of nerve growth factor is increased. 



15 



20 



25 



3. The method according to claim 2 in which the 
subject has a neurologic disorder. 

4. The method according to claim 3 in which the 
neurologic disorder comprises dementia. 

5. The method according to claim 3 in which the 
neurologic disorder comprises Alzheimer's disease. 

6. The method according to claim 3 in which the 
neurologic disorder comprises damage to the nervous system 
due to trauma. 

7. The method according to claim 3 in which the 
neurologic disorder comprises damage to the nervous system 
due to ischemia. 



8. The method according to claim 3 in which the 
netirologic disorder comprises damage to the nervous system 
due to toxic agents. 
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9. The method according to claia 3 in which the 
neiirologic disorder colaprises dacage to the nervous system 
due to infec±ion. 

10. The method according to claim 3 in which the 
neurologic disorder comprises damage to the nervous system 
due to malignamcy. 

v ll. The method according to claim 3 in vrtiich the 
neurologic disorder comprises a neurodegenerative disorder* 

11. The method according to claim 3 in which the 
neurologic disorder comprises a congenital disorder. 

13 • The ihethod according to claim 3 in which the 
nexirologic disorder craiprises a learning disorder. 

14. The method according to claim 2 in which 
the cytokine is interleukin 1. 

20 

15 . The method according to claim 2 in which the 
cytokine is fibroblast growth factor. 

16. The method according to claim 2 in ^ich the 

25 

cytokine is tumor growth factor alpha. 

17. The method according to claim 2 in which the 
cytokine is tumor 'growth factor beta. 

30 

18. The method according to claim 2 in which the 
cytokine is platelet derived growth factor. 

19. The method according to claim 2 in ^ich the 
2g cytokine is epidermal growth fact r. 



* wo 91/02067 



PCT/EP90/01232 



20. The method according to claim 2 in which th.e 
cytokine is insulin-like growth factor I. 

21. The method according to claim 2 in which the 
cytokine is insulin-like growth factor II. 



10 



22. The method of claim 14, 15, 16 or 17 in 
which the method of administration comprises 
intracerebroventr icxilar in j ect ion . 

23. The method according to claim 1 in which the 
level of nerve growth factor is decreased. 



24. The method according to claim 23 in which 

15 

the subject has a neurologic disorder. 



25. The method according to claim 24 in which 
the neurologic disorder comprises* a neurodegenerative 
disorder* 

20 

26. A method for regulating the levels of nerve 
growth factor in the central nervoxis system of a sxibject 
comprising administering to a subject an effective amoxmt of 
a substemce which alters the levels of a cytokine, which 

25 

cytokine alters the level of nerve growth factor. 

27. The method according to claim 26 in which 
the level of nerve growth factor is increased. 

30 

28. The method according to claim 26 in which 
the level of nerve growth factor is decreased. 
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29. The method acc rding to claim 27 or 28 in 
which the sxabject has a neurol gic disorder. 
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30. The method according to claim 29 in which 
the sxibstance is an inhibitor of interleuJcin-l. 

31. The method according to claim 30 in which 
^ the sxibstance is ^ glucocorticoid. 

32. The method according to claim 31 in which 
the substance is dexamethasone . 

10 33. A method of controlling the expression of a 

protein or peptide of interest comprising exposing a 
recombinant cqnstruct comprising (a) the NGF promoter, or a 
responsive portion thereof, and (b) a nucleotide sequence 
encoding the protein or peptide of interest, to a sxibstance 
which regulates the expression of NGF. 



15 



20 



34. The. method according to claim 33 in which 
the protein or peptide of interest is NGF. 

35. The method according to claim 33 in which 
the protein or peptide of interest is BDNF. 

- *- ' 

36. The method according to claim 33 in which 

the protein or peptide of interest is CNTF. 

37. The method according to claim 33 in which 
the protein or peptide of interest is neurotrophin-3 (NT~3) 

38. The method according to claim 33 in xrtiich 
30 . . ^ . 

the protein or peptide of interest xs a peptide or protein 

homologous to at least about six amino acids of NGF. 
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39, The method according to claim 33 in which 
the protein or peptide of interest is a peptide or protein 
homologous to at least about six amJlno acids of BDNF* 

40* The method according to. claim 33 in which 
the protein or peptide of interest is a peptide or protein 
homologous to at least aibout six amino acids of NT-3. 

41, The method according to claim 33 in which 
the protein or peptide of interest is a peptide or protein 
homologous to at least about six amino acids of caJTF. 



42. The method according to claim 33 in which 
the protein or peptide of interest is an enzyme • 

15 

43. The method according to claim 33 in which 
the protein or peptide of interest is choline 
acetyltrsmsf erase . 

20 

44. The method of claim 33, 34, 35, 36, 37, 38 
39, 40, 41, 42, or 43 in which the sxibstance which regulates 
the expression of NGF is transforming growth factor beta 1. 



25 



30 



45. The method of claim 33, 34,. 35, 36, 37, 38, 
39, 40, 41, 42, or 43 in which the sxibstance which regulates 
the expression of NGF is interleukin 1. 

46, The method of claim 33, 34, 35, 36, 37, 38, 
39, 40, 41, 42, or 43 in which the stibstance which regulates 
the expression of NGF is fibroblast growth factor. 



47. The method of claim 33, 34, 35, 36, 37, 38, 
39, 40, 41, 42, or 43 in which the substance which regulatrf? 
35 the expression of NGF is transforming growth factor beta : 
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48. The method of claim 33, 34, 35, 36, 37, 38, 
39, 40, 41, 42, or 43 in which the sxibstance which regulates 
the expression of NGF is epidermal growth factor. 

^ 49. A recombinant nucleic acid molecule 

comprising the NGF promoter, or a responsive portion 
thereof, emd a nucleotide sequence encoding a protein or 
peptide of interest which is not nerve growth factor. 

'0 50, The recombinant nucleic acid molecule of 

claim 49 in whidh the protein or peptide of interest is 
bradLn derived growth factor. 



15 



20 



51. The recombinant nucleic acid molecule of 
claim 49 in which the protein or peptide of interest is 
ciliary neurotrophic factor. 

52. The recombinant nucleic acid molecule of 
claim 49 in which the protein or peptide of interest is 
neurotrophin-3 . 

53. i&i organism containing the recombinsuit 
nucleic acid molecule of claim 4?, 50, 51, or 52. 

25 

'54. The orgeuiism of claim 53 which is a 

bacterium. 

55. The organism of claim 53 which is a yeast, 

30 

56. The organism of claim 53 which is a 

I* 

eukairyotic cell. 

57. The organism of claim 53 which is a non- 
2g human transgenic animal. 
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58. Use of an effective araount of a cytokine, especially of 
cytokine according to claims 14 to 21, for regulating 
the levels of nerve growth factor in the central nervous 
system of a subject. 
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